Medicine. DeDartment o f P e d i a t r i c s . Bronx. New York. ~h y m o s i n k l l e v e l s a r e markedly . e l e v a t e d i n homosexual p a t i e n t s w i t h AIDS o r AIDS-related complex (prodrome) a t a t i m e when t h e i r T -c e l l f u n c t i o n and OKT4/T8 r a t i o s a r e depressed. On t h e o t h e r hand Thymosinel and FTS a r e s i g n i f i c a n t l y reduced i n p a t i e n t s w i t h p r i m a r y immunodeficiency diseases a f f e c t i n g c e l l mediated immunity. We have s t u d i e d 14 i n f a n t s w i t h AIDS o r AIDS prodrome w i t h reversed OKT4/T8 r a t i o s . FTS l e v e l s were d i m i n i s h e d i n a l l p a t i e n t s . T h y m o s i n d l l e v e l s were e l e v a t e d i n 12 i n f a n t s and normal o r l o w i n 2 ( b o t h t r e a t e d w i t h s t e r o i d s , an agent known t o depress t h~m o s i n o <~ l e v e l s ) .
. . y e a r s . I n t h e l a s t 17 months 12 p a t i e n t s developed o p p o r t u n i s t i c i n f e c t i o n s . The c l i n i c a l and immunological spectrum o f AIDS i n i n f a n t s i s s i m i l a r t o t h a t r e p o r t e d i n a d u l t s . Some o f t h e unique f e a t u r e s i n t h e p e d i a t r i c age group are: r e c u r r e n t p a r o t i t i s , i n t e r s t i t i a l pneumonia w i t h o u t pneumocystic c a r i n i i and a h i g h e r i n c i d e n c e o f b a c t e r i a l i n f e c t i o n s preceding t h e development o f o p p o r t u n i s t i c i n f e c t i o n s .
Most i n f a n t s (except f o r 3) were born t o i -v drug u s i n g mothers who had (except f o r 3) an imnunodeficiency suggestive o f AIDS o r a c l i n i c a l disease meeting t h e CDC c r i t e r i a f o r AIOS. P e d i a t r i c and a d u l t household c o n t a c t s o f i n f a n t s w i t h AIDS were s t u d i e d c l i n i c a l l y and immunologically.
I n no i n s t a n c e was an o l d e r c h i l d found i n t h e f a m i l y o r f o s t e r c a r e home who had developed AIDS.
I n 2 f a m i l i e s 4 c h i l d r e n were found who had e l e v a t e d serum IgG l e v e l s , 2 o f whom had a l s o reversed OKTq/Tg r a t i o s . None o f these c h i l d r e n had any o t h e r imnunological a b n o r m a l i t y o r c l i n i c a l symptoms. T h i s data argues a g a i n s t a t r a n s m i s s i o n o f AIDS by a casual o r intimate-non-sexual c o n t a c t .
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TREATMENT OF AIDS WITH INTRAVENOUS GAMMAGLOBULIN.
1010 Arye R u b i n s t e i n , Marc S i c k l i c k , L a r r y B e r n s t e i n , Bernard Silverman, B r i a n Novick, M o r r i s Charytan and BenZion K r i e q e r , A l b e r t E i n s t e i n C o l l e s e o f Medicine, Department o f P e d i a t r i c s , Bronx, New York.
B c e l l a b n o r m a l i t i e s have been r e p o r t e d i n a d u l t s w i t h AIOS. These a b n o r m a l i t i e s i n c l u d e poor a n t i b o d y responses t o neoantigens, and poor i n v i t r o lymphocyte m i t o g e n i c responses t o Pokeweed Mitogen. S i m i l a r a b n o r m a l i t i e s have been r e p o r t e d by us i n i n f a n t s w i t h AIDS and AIDS r e l a t e d complex. These i n f a n t s have had mu1 t i p l e b a c t e r i a l i n f e c t i o n s i n c l u d i n g s e p s i s . 16 p a t i e n t s , 11 i n f a n t s and 5 a d u l t s have been t r e a t e d w i t h i -v gamnaglobulin ( C u t t e r L a b o r a t o r i e s ) 200mg/kg b i w e e k l y f o r 3 months t o 3 years. C l i n i c a l l y , a s i g n i f i c a n t r e d u c t i o n i n b a c t e r i a l i n f e c t i o n s was n o t e d i n a l l p a t i e n t s . 2 i n f a n t s developed new o p p o r t u n i s t i c i n f e c t i o n s w h i l e on t r e a t m e n t . I n most p a t i e n t s an i n c r e a s e i n t h e OKTq/Tg r a t i o and i n lymphocyte b l a s t t r a n s f o r m a t i o n t o phytohemagglutinin and pokeweed mitogen was noted. I n 2 o u t o f 4 s t u d i e d p a t i e n t s suppressor T c e l l f u n c t i o n s were r e s t o r e d . During t h e f i r s t i n f u s i o n s o f gammag l o b u l i n t r a n s i e n t e l e v a t i o n s o f serum immune complexes and a drop i n t o t a l h e m o l y t i c complement were sometimes noted. However, w i t h t i m e serum imnune complexes decreased t o normal l e v e l s . None o f these changes have been observed i n 19 u n t r e a t e d i n f a n t s w i t n AIDS.
I-V gammaglobulin i n c o n j u n c t i o n w i t h o t h e r immunotherapeutic m o d a l i t i e s may be o f b e n e f i t f o r AIOS p a t i e n t s .
Supported by NIH Grant Number: 1 U01 A1 20671-01 and C u t t e r L a b o r a t o r i e s , I n c . , Berkeley, C a l i f o r n i a H i l l , Univ. of U t a h , S a l t Lake C i t y , Utah.
Although a number of i n v e s t i g a t o r s have r e p o r t e d t h a t n e o n a t a l PMNs have a profound d e f e c t i n c h e m o t a x i s , a l m o s t n o t h i n g i s known a b o u t t h e p a t h o g e n e s i s of t h i s d i s o r d e r .
I n t h e p r e s e n t s t u d y we have examined membrane d e p o l a r i z a t i o n and c a l c i u m r eq u i r e m e n t s f o r c h e m o t a x i s i n n e o n a t a l and a d u l t PMNs.
S u s p e n s i o n of a
Incubat i o n of a d u l t PMNs w i t h t h e c a l c i u m c h a n n e l b l o c k i n g a g e n t v e r ap a m i l a l s o s i g n i f i c a n t l y i m p a i r e d c h e m o t a x i s (32% i n h i b i t i o n p < 0 . 0 0 1 ) .
I n marked c o n t r a s t , t h e n e o n a t a l PMN d e m o n s t r a t e d a n enhanced c h e m o t a c t i c r e s p o n s e when suspended i n c a l c i u m d e p r i v e d media (26% i n c r e a s e ; pcO.05) and a f t e r i n c u b a t i o n w i t h v e r a p a m i l (57% i n c r e a s e ; p < 0 . 0 0 1 ) , s u g g e s t i n g t h a t i n h i b i t o r y l e v e l s of i n t r a c e l l u l a r c a l c i u m m i g h t a l r e a d y e x i s t . A d u l t and c o r d b l o o d PMN membrane p o t e n t i a l c h a n g e s i n r e s p o n s e t o FMLP were a l s o s t u d i e d u s i n g t h e membrane p c t e n t i a l -s e n s i t i v e d y e , 3-3' d i p e n t yl o x a c a r b o c y a n i n e and a s p e c t r o f l u o r e s c e n c e a s s a y . A d u l t PMNs showed a marked i n c r e a s e i n f l u o r e s c e n c e e m i s s i o n i n r e s p o n s e t o FMLP (32% i n c r e a s e ; p<0.001) i n d i c a t i n g s i g n i f i c a n t d e p o l a r i z at i o n of t h e c e l l membrane.
I n c o n t r a s t , FMLP s t i m u l a t i o n of neon a t a l PMNS f a i l e d t o evoke any s i g n i f i c a n t change i n f l u o r e s c e n c e a n d , t h u s , membrane p o t e n t i a l c h a n g e s . These d a t a s u g g e s t t h a t a l t e r e d i n t r a c e l l u l a r c a l c i u m m e t a b o l i s m may e x i s t i n t h e neonat a l PMN, p r e v e n t i n g normal membrane d e p o l a r i z a t i o n from o c c u r r i n g . 
CHARACTERIZATION OF THE MOLECULAR BASIS FOR PMN DYS-FUNCTION

A d e f i c i e n c y of a h i g h MW g l y c o p r o t e i n p r e s e n t o n t h e s u r f a c e o f normal PMNs, was found i n u n r e l a t e d p a t i e n t s ( 3 F, 1 M) w i t h l e u k o c y t o s i s , p e r i o d o n t i t i s , & r e c u r r e n t i n f e c t i o n . M u l t i p l e adhesion-dependent f u n c t i o n s i n c l u d i n g random and d i r e c t e d migrat i o n of a f f e c t e d PMNs were p r o f o u n d l y d i m i n i s h e d . SDS-PAGE o f NP-40 l y s a t e s of t h e s e PMNs and c o n t r o l s i n d i c a t e d t h a t t h e d e f ic i e n t p r o t e i n had a MW o f 138,000 d a l t o n s . F u r t h e r c h a r a c t e r i z at i o n showed t h e p r o t e i n had a l a r g e c a r b o h y d r a t e c o n t e n t and was
a major s u r f a c e g l y c o p r o t e i n w i t h a p I of 5.2-5.4.
G a l a c t o s e oxi d a s e -NaB 3~~ s u r f a c e l a b e l i n g d e m o n s t r a t e d t h e t h r e e F were t o t a l l y d e f i c i e n t i n s u r f a c e GP-138, b u t t h e M p s t i e n t had 5-10% o f normal on t h e PMN s u r f a c e . I m m u n o p r e c i p i t a t i o n e x p e r i m e n t s w i t h p o l y c l o n a l anti-GP-138 on normal PMNs s u g g e s t e d t h a t t h e f u n c t i o n a l p r o t e i n c o n s i s t e d o f two o r more p o l y p e p t i d e c h a i n s .
To f u r t h e r t e s t t h i s h y p o t h e s i s , monoclonal a n t i b o d i e s a g a i n s t known l e u k o c y t e c e l l s u r f a c e p r o t e i n s were t e s t e d u s i n g f l u o r e sc e n t a c t i v a t e d c e l l s o r t i n g (FACS). LEA-1, p150.95, and OKMl a s w e l l a s t h e b e t a s u b u n i t t h e s e p o l y p e p t i d e s s h a r e , were a b s e n t i n t h e two F t e s t e d . The M p a t i e n t was i d e n t i c a l e x c e p t h e had -30% o f normal OKMl by FACS. T h i s d a t a s u g g e s t s GP-138 and OKMl may b e s i m i l a r m o l e c u l a r s p e c i e s . Thus, PMN d y s f u n c t i o n i n t h e GP-138 d e f i c i e n c y syndrome i s r e l a t e d t o i m p a i r e d e x p r e s s i o n o f a t l e a s t t h r e e r e l a t e d h i g h MW g l y c o p r o t e i n s (OKM1, LEA-1, & p150.95) n e c e s s a r y f o r a d h e s i o n dependent c e l l f u n c t i o n . i n f d i m -. lvmbdxmthv, b t o s~l e k m e a a l v (8 cm). w r s i s t e n t T4rP8 ratios. 'Skin t e s t s -<o Candida and ~hvtohemaaalutinin were positive. Lung b i & y showed Feribr&olai f -i c infiltrates Axillary lymph nodes contained obliterated rayins with increased lasmacytes centrally. Iiver bic~sy demnstrated mild ballming of gepatocytes. Bone marrow biopy revealed h p r c e l l u l a r i t y with increased plasmqtes EB virus was rrp%&x3l y mlated from lynph no3e, b3ne mrcw, ad blccd ly@mqtes, a l t h g h antitdies to EBJ did ~-?t a p~e a r for art33-e~ 4 rno. Sera from tpth m r , ad child did ccntan antibochr t o hmm T-cell leukern vim% Multiple sera were negative for adikcdy t o cytomegalovirus and herpes Virus. These v i m failed repzatedl to grow from tissue s~ecimns. Initially, the child's orxlrse was &saved off a l l treatment. After 8 wks,of slow deterioration, he became lethargic, t a c h p e i c , and febrile withcut ent scurce of infection A t that lnt, he was begun,on oral p r 2 Z k e (EMU, 2 mg/ks/day. ~t e r
